IT is estimated that in England and Wales alone 27,000 deaths occur annually from syphilis contractedduring the ante-natal period, or immediately after it. Evidence was given before the Royal Commission on Venereal Diseases that nearly 50 per cent. of all syphilitic foetuses are stillborn, and that 75 per cenit. of those born alive die within the first year of life, generally within the first week.
The following is a brief outline of the treatment which is adopted at the Thavies Inn Venereal Centre:
(1) Ante-natal treatment of the unborn child, by means of antisyphilitic treatment of the mother.
(2) Post-natal treatment of the child immediately after birth. The ante-natal treatment of the mother is of the utmost importance to the unborn child. The pregnant woman may be treated with one of the salvarsan substitutes and mercury with perfect safety up to the day of confinement, and the earlier the treatment is begun the better.
A Wassermann test should be made in every suspected case, and the treatment of the mother begun as soon as syphilis is diagnosed. This treatment consists of weekly intravenous injections of one of the salvarsan substitutes, galyl and novarsenobillon being those used, commencing with 20 cgm. galyl and increasing up to 30 cgm. Intramuscular injections of mercury, 1 gr., are given at the same time in the opposite buttock; the B.P. 40 per cent. emulsion has been the preparation used, it being less painful than the usual 5 per cent. emulsion. Immediately on the birth of a child a specimen of the blood is taken from the vessels of the divided umbilical cord for a Wassermann test; a portion of the placenta is also obtained for examination for spirochetes. Further specimens of blood from the child are best obtainea by pricking the heel with a medium size Hagedorn's needle in three or four places near one another, allowing about 4 to l.c.c. of blood to drip in a 1 c.c. glass tube. This should be repeated, if necessary, at intervals of a month or six weeks for a further test.
Anti-syphilitic treatment of the baby is begun during the first week and may be commenced as early as the second day. It is almost impossible to give an intravenous injection to a new-born baby, but galyl in glucose is found to be an excellent preparation for intramuscular injections, and this is the preparation which has been invariably used. The dose is determined by comparing the weight of a baby with that of the mother. A newly-born baby is abouit one-seventeenth the weight of the mother; the average dose of galyl for an adult is 30 cgm. One-seventeenth of that quantity is about 2 cgm.; this should be gradually increased up to 5 cgm., or more as the child grows. The, mercury is given at the same time in the opposite buttock in doses from I to I gr., and more recently in addition i gr. of hyd. c. cret. is given daily by the mouth, when the child is two or three weeks old.
The site chosen for the intramuscular injections of salvarsan and mercury is the middle third of a line drawn from the anterior superior iliacspine to the commencement of the gluteal fold. It is advisable that there should be an interval of from a week to a fortnight before repeating the injection of galyl, but the mercury should be given weekly, unless it is decided to administer it by the mouth entirely; in that case i gr. should be ordered once daily for the first fortnight, and afterwards the dose may be repeated night and morning.
Inunction is an excellent way of giving mercury to babiQs, but the results depend upon the preparation used, the time given to the rubbing, and the variations in the absorbing power of the skin.
Moreover, to obtain the full effects of the inunction it is necessary that it should be given by someone experienced in the art.
It is found most convenient to give the' intramuscular injections both of salvarsan and mercury, with a special syringe graduated in fifteen divisions, each of which is one-fortieth of a cubic centimetres Thus each division of the syringe corresponds to 1 cgm. of mercury when 40 per cent. grey oil is used. The size of the needles found best adapted for the purpose of' the injections is 0,8 mm.
The average number of doses of galyl required to bring about a negative Wassermann reaction was found to be 6A5, and the amount per case 26 cgm.
When possible the child should be fed by the breast, but after a few weeks it is generally found necessary to supplement the mother's Section of Obstetrics and Gynacology feeding with artificial food, for the milk of a syphilitic mother is usually deficient both in quantity and quality. The weight of the baby should be carefully taken weekly, and it will be found almost invariably that there will be an increase.
Up to a recent date it was said that the Wassermann reactions of congenital syphilitic children never becarne negative under treatment. (Dr. Amand J. Routh, Lancet, January 12, 1918.) My investigations show this statement to be incorrect.
The results of the treatment as carried out at the Thavies Inn Venereal Centre for pregnant women has been very encouraging. Of twenty-four consecutive cases treated from September, 1917, to September, 1918, six babies have been born free from any evidence of syphilis, showing a negative Wassermann reaction which has remained negative; seven were born with a positive Wassermann reaction which became negative after treatment; in all these cases the babies' reaction became negative before the mothers'. Six babies born with a positive reaction remain under treatment and are doing well, show no signs of syphilis, and are gaining weight regularly.'
In three cases the babies died in utero, the mothers having had no treatment before confinement; one child died from syphilis and one from some intercurrent disease. In no case did a baby once having become negative afterwards develop a positive Wassermann reaction;
in one case the test has extended at three months' intervals over a period of a year.
The treatment described has been put to the test of experience sufficiently long to show that much can be done for ante-natal and post-natal syphilis, and the conclusions arrived at are:
(1) Syphilitic pregnant women can be treated with salvarsan, even up to the day of their confinement, with safety and every advantage.
(2) A' mother whose blood gives a positive Wassermann reaction may, after treatment, be delivered, of a child whose blood gives a negative reaction. The child may continue to thrive and give a negative blood-test.
(3) Syphilitic children can be treated by salvarsan immediately after birth.
(4) Salvarsan, combined with treatment by mercury, has a more certain and quicker action in producing a negative Wassermann in a child than in the mother.
'J anuary 1: The reaction has now become negative in all these cases.
(5) In nearly all syphilitic children born alive, treatment can soon convert a positive into a negative Wassermann reaction, and such children appear to become healthy and show a regular weekly gain in weight.
DISCUSSION.
Chairman-Dr. AMAND JROUTH.
Dr. AMAND ROUTH: Mr. John Adams has been successful in his practical efforts to treat and cure ante-natal syphilis. The mothers, who were all cases of primary and secondary syphilis, had not been long enough under treatment for a cure to be effected, and all but one of the twenty-four cases continued to have a positive Wassermann reaction. Of the children, eight of the twentyfour died, a mortality of 33 per cent., but five were stillborn (four macerated), and almost certainly had died before their mothers began treatment. Of the remaining sixteen children who survived four showed a negative reaction at birth, which remained so, whilst in three with reactions strongly positive, two positive, -and two feebly positive at birth the reactions became negative. Mr.
Adams's observations have not extended beyond ten months in any of the cases, so that his results are not final either as regards the Wassermann reactions or the clinical history of his patients, but he has shown that, contrary to accepted theories, 12 per cent. of the children born with strongly positive reactions l)ecame negative under treatment. He has also proved that new-born children whose mothers had been treated during the pregnancy were able to stand injections without risk. Of the sixteen children who survived fifteen received injections of galyl in glucose, and thirteen had also mercury in some form. These two facts, proved by Mr. Adams's statistics, are valuable. Syphilis during pregnancy destroys a greater percentage of fertilized ova than any other condition or cause, except perhaps at the very end of pregnancy, when " accidents and complJlications of childbirth" cause 25 per cent. of infantile deaths "during or soon after birth." In Poor Law Hospitals over 16 per cent. of stillbirths are due to syphilis, and this percentage is doubled in illegitimate pregnancies. The astonishing thing is that the relatively large infecting /Spirochawta pallida, with its enormous powers of multiplication, does not at once destroy the fertilized ovum. The explanation is that there is some condition present from the moment of conception until parturition, which to a large extent controls the situation, by directly or indirectly producing chemical ferments and their derivatives, which can render biologically inactive, and in some cases destroy, the infecting mature organism. The chorionic ferments fulfil this chemical function, and at the same time saturate the blood of the mother with antibodies which are able usually to prevent spirochtetes from further developing in her own body during pregnancy. As soon as childbirth is over, both mother and child get gradually freed from chorionic chemical influences, and syphilis may develop either rapidly or slowly in both in untreated cases. The chorionic ferments in the mother are probably accumulative Section of Obstetrics and Gynmcology in successive pregnancies, and this explains how it is that syphilitic mothers at first suffer miscarriages with dead children, then have stillbirths, then diseased children dying in early infancy, and eventually may have children showing no signs of disease, some of whom may become general paralytics at puberty or in early adolescence. It also explains an opinion formed by J. E. R.
McDonagh that "in some cases repeated pregnancies have undoubtedly resulted in a spontaneous cure of the disease." There seems very little doubt that the chorionic ferments control the growth of spirochetes by granulosing them-i.e., breaking them up into granules by transverse division of the spirals. Professor Noguchi, working in the Rockefeller Institute, U.S.A., has described (in the April, 1917, number of the American Journal of Syphilis), how he began to take cultures from such granules in 1910-11, and succeeded in growing the mature spirochaete. He has continued to make a series of cultures from granules derived from his different generations of spirochaetes till the date of his article (1917), and he has been able by means of. these various generations of spirochates, spread over seven years, to infect rabbits and monkeys with true syphilis. It is easy therefore to understand that the chorionic ferments can in many cases control the syphilitic infection by granulosing the spirals of the mature spirochete, and if the granules are not destroyed would continue to render them biologically inactive, or would be able to destroy any developmental buds, and so keep the mature spirochmete from becoming generalized in the tissues during pregnancy. Nature therefore is doing much to protect the fetus in utero from its conception to its birth, and the obstetric physician must come in, as Mr. John Adams has done, to supplement the action of the chorionic ferments by giving the mothers salvarsan and mercury during the pregnancy, and continuing the treatment to both mother and child after parturition.
Dr. GRIFFITH: I am responsible for having asked Mr. Adams to read his paper before the Section, because I felt sure that the sooner the subject was brought forward for discussion, the sooner would the value of the treatment be determined, and the criticism which Mr. Adams has invited be forthcoming. The treatment appears to me to be of great promise, but it is obviously too early to draw final conclusions.
Mr. W. G. SPENCER: Mr. Adams and the City of London Authorities have taken two important steps-the City of London in providing in-patient treatment for venereal cases, and Mr. Adams in combining an early intensive salvarsan and mercury treatment and applying this to new-born infants. The salvarsan has the drawback that, whilst rapidly removing the manifestations of syphilis, it does not cure. Out-patients are in consequence liable to neglect the real curative treatment by mercury. It is dangerous to carry out such an intensive combination of the salvarsan and mercury treatment among outpatients. For such a procedure patients must be prepared, thoroughly examined and watched afterwards. If the authorities of London as a whole really aim at diminishing the severity of venereal disease among those already infected, they must follow the lead of the City, and provide in-patient accommodation. When the main effect of the disease has been arrested by an intensive salvarsan and mercury course whilst the case is an in-patient, treatment as an out-patient may then be continued indefinitely.
Dr. HANDFIELD-JONES: The difficulty in discussing the paper is that so few have enough cases of acute syphilis to be able usefully to criticize the results and conclusions. But if one has cases where the disease has been manifested before the sixth month, and the mother's condition has been satisfactory afterwards, and the child is healthy, there is reason to suppose that the child will regiain so. I have watched such a case until the age of 12 years, and the child has remained perfectly free from syphilis.
Mr. W. GIRLING BALL: It is difficult for me to criticize Mr. Adams's paper, first, because I have not had an opportunity of examining this record of cases with which he has provided us in any critical manner in the short time at our disposal, and also because I fear that he will not be so inclined to take cases from me which present themselves at St. Bartholomew's Hospital in the same way as he has done in the past. At the same time there are one or two points which force themselves upon one's attention. Mr. Adams has told us that he does not admit his cases to his institution before tfe patient has advanced into the sixth month of pregnancy, at a time when syphilis is well developed in the mother and no doubt also in the child. Some of these patients have had treatment before the birth of the child, and few of them before admission to hospital. It seems a curious fact that in those cases which have been treated by salvarsan substitute and mercury-even with several doses-in no case was a negative Wassermann reaction obtained before the birth of the child. Surely this should be an important position to arrive at, if possible, before the birth takes place, for no doubt if such a condition is arrived at in the mother the drugs must also have some effect on the child and thus render it a more desirable subject for post-natal treatment. With some considerable experience in the treatment of syphilis it is no uncommon experience for me to obtain a negative Wassermann reaction with a single course of six doses of salvarsan substitute with six mercurial injections, in fact, it is the almost invariable rule with cases of primary syphilis. A second eourse almost always abolishes the reaction, even with those having advanced secondary conditions. A few cases do not get this result, of course. In none of these mothers bas a negative reaction been obtained, from which I argue that the treatment of the disease is not commenced soon enough and that the mothers ought to be admitted for treatment at an earlier stage. As Mr. Adams points out, this is not possible with so small a number of beds available. We shall never do any good in the treatment of congenital syphilis until a large number of beds are provided for this form of treatment. The Corporation of the City of London is to be congratulated in having started, Section of Obstetrics and Gynrcology5 but it remains for the profession to urge that this plan should be adopted on a much larger scale, if they are to tackle what is the bed-rock of the trouble. With regard to the remark that he has had harmful results from the use of novarsenobillon, I can only tell Mr. Adams that during the past year I have had no trouble at all with it. I have seen some few cases treated by others and believe that in those the harm has been produced by the use of too large doses. I should like to hear more of the results later.
Dr. W. H. KELSON: . consider that Mr. Adams's treatment has been very successful so far as it goes, but it is extremely important that this batch of cases be followed up in respect to both mothers and infants. I hope their social position is not such as to preclude this. It is a very difficult thing to say when syphilis is actually cured. Dr. A. E. STANSFELD: I carried out the Wassermann tests in Mr. Adams's cases, and it does not appear quite fair to these results to take the percentage of deaths as a criterion. Cases of syphilis vary very much in their response to treatment, and that fact is well demonstrated in this particufar paper. Three of the children with strong positive reactions at birth subsequently, in the course of two or three months, developed regative reactions which remained negative. I am struck by the extremely short time which has elapsed in these three cases for the change from the positive to the negative reaction to take place. In older children wvith strongly positive Wassermann reactions, the reactions never become negative in anything like that time. Once a strongly positive Wassermann reaction has been made negative there is every hope that continuation of treatment will render it persistently negative.-So that even if Mr. Adams has only these three cases to show he has made out a strong case for the treatment after birth.
Mr. ADAMS (in reply): The taking of the test while the patient is under treatment makes no difference in these cases.. The positive remains positive, and the negative remains negative. The question has been asked as to what happens to these women in their next confinement. I am well aware that observations extending only over a year are not sufficient for me to elaborate anything like a perfect system of treatmerit. but a good many of my friends have urged me to bring the cases at their present stage before the Section. Mr. Girling Ball has raised a very pertinent question by speaking of the early treatment in the case of the mothers. One cannot treat any case too soon.
In the early .stages of primary syphilis we can, if the case is brought under treatment early enough, so deal with it as scarcely to see any secondaries at all. I am accustomed to wait for my reports before I begin any treatment; now if a woman has a positive reaction the. baby is treated at once. I look upon the seven cured cases very hopefully (cases which had a strongly positive or positive reaction at birth and have come to have a negative reaction later), and I should be very disappointed in the future if a child born alive dies from syphilis. Through the generosity of the City Authorities, I have been enabled to have these cases looked up after their removal from the hospital; a visitor is appointed to keep in touch with them. What impresses me most is this, that the scientific and theoretical treatment of syphilis by salvarsan and mercury is followed by the clinical results, that the child does not die, that the test may become negative, and that the child may grow fat and look well. If we cannot get science and practice to go together we do not get very far, but in this case they do go absolutely together. Dr. Kelson bas asked what kind of persons the mothers are. They are of all sorts and conditions, married and single. The great thing is to have them under. one's control.' I demur to Dr. Routh's deductions with regard to the mortality rate in my list of cases. The mortality of syphilitic children-of those born alive-is 75 per cent. Of these twenty-four cases, nineteen were born alive, four children died in utero before the mothers received any treatment and one child, a six and a half months' baby, died a few hours after birth; of these nineteen, 75 per cent.
should have died within the first year, mostly in the first few weeks, but as a matter of fact out of the whole of the nineteen cases born alive only two have died, and one of these did not die of syphilis. All the babies born alive regularly put on weight except one baby that died thirty-five days after birth, and from this it would seem that if these children should develop syphilis later on they would at least have a chance under treatment.
